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VIA FEDERAL EXPRESS 

Ms. Jennie C. Butler 
Dockets Management Branch 
Food and Drug Administration 
Department of Health and Human Services 
5630 Fishers Lane, Room 106 1 
I?sckvi!le, Maryland 20852 

Re: Docket No. OOP-1297/CP 1 

Dear Ms. Butler: 

Please find enclosed four (4) copies of a revised Citizen Petition; the original was entered 
into Docket No. OOP-1297/CP 1. We revised the first paragraph on page 1, and we changed the 
format, but not substance, of Attachment B. While the rest of the document remains the same, 
we are submitting again the entire Citizen Petition, as amended. We ask that you replace the 
version that is currently in the docket with this version. We apologize for any inconvenience. 

Please feel free to call me if you have any questions. 

Sincerely, 

I Alan G. Minsk 

AGM/mkm 
Enclosures 
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Dockets Management Branch 
Food and Drug Administration 
Department of Health and Human Services 
5630 Fishers Lane, Room 1061 
Rockville, Maryland 20852 

CITIZEN PETITION 

The undersigned, on behalf of a client, submits this petition under the Federal Food, 
Drug, and Cosmetic Act (“the FDC Act”) and 21 C.F.R. 3 10.30 to request that the 
Commissioner of Food and Drugs amend 21 C.F.R. 3 201.66 to permit an OTC drug 
manufacturer to include the phrase “may contain” or “may also contain” on a product label to list 
varying inactive ingredients when the product is sourced from multiple suppliers. 

A. Action Requested 

This petition requests that FDA amend its regulation on the format and content 
requirements for OTC drug labeling, 21 C.F.R. Q 201.66, to allow a manufacturer, which uses 
multiple suppliers to source drug products (i.e., products in finished dosage form) containing 
different inactive ingredients, to include the phrase “may contain” or “may also contain” (for 
simplicity, we will refer to “may contain” in this petition to include both types of statements) on 
a product label to list uncommon inactive ingredients (i.e,, those uniquely provided by a 
particular supplier). The requested amendment will ensure that appropriate disclosures regarding 
ingredients are given, while allowing the manufacturer the flexibility to source the product from 
more than one supplier without incurring the expense of maintaining multiple product 
inventories and costly labeling changes when only the specific inactive ingredients in an OTC 
drug are allowed to be declared on the label. The relevant portions of the applicable statutory 
and regulatory provisions, as well as the amendment proposed by this petition, are included in 
Attachment A. 

For the reasons to be discussed in section B.2., a Citizen Petition submission is proper for 
this request. 
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B. Statement of Grounds 

1. Introduction 

Our client is a manufacturer of OTC drug products. The company also packages 
thousands of OTC drug products for hundreds of retail customers, typically under the 
distributor’s name. Each product must be individually prepared to identify the particular drug 
product, the distributor, and any other information specific to that item. The products must be 
prepared for, and shipped to, distributors in a short period of time. 

Our client must use multiple suppliers for some products to: (1) ensure an uninterrupted 
supply of product to its retail customers; (2) prevent disruption of its production schedule caused 
by short-term demands of its suppliers; and (3) keep its costs under control. Although the active 
ingredients and their respective dosages are identical and the labeling complies with all 
applicable OTC monograph(s), the inactive ingredients can vary slightly from supplier to 
supplier. 

2. Regulatory Background 

The Food and Drug Administration Modernization Act (“FDAMA”) added a new 
section 502(e)(l)(A)(iii) of the FDC Act, 2 1 U.S.C. § 352(e)(l)(A)(iii), to require all drugs to 
state “the established name of each inactive ingredient listed in alphabetical order on the outside 
container of the retail package,” and, if deemed appropriate by FDA, also on the immediate 
container.’ FDA promulgated 21 C.F.R. 4 201.66 to describe the format and content 
requirements for OTC product labeling. 64 Fed. Reg. 13254 (March 17, 1999). Specifically, in 
relevant part, the agency requires the product labeling to provide a section for “Inactive 
Ingredients,” followed by a listing of the established name of each inactive ingredient. 21 C.F.R. 
tj 201,66(c)(8). 

According to 21 C.F.R. 5 201.66(e), 

FDA on its own initiative or in response to a written request 
from any manufacturer, packer, or distributor, may exempt or 
defer, based on the circumstances presented, one or more 

. 

1 An exemption from this requirement was established for OTC drugs that are also 
cosmetics. Those products are already required by the cosmetic labeling regulations to list the 
inactive ingredients in descending order of predominance. a, a, 21 C.F.R. 3 701.3. In 
addition, the alphabetical order listing requirement does not apply to OTC drugs not intended for 
human use. &G 21 U.S.C. !$ 352(e)(l)(A)(iii). 
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specific requirements set forth in this section on the basis that 
the requirement is inapplicable, impracticable, or contrary to 
public health or safety. 

A separate request must be submitted for each OTC drug product and identified as an 
“Application for Exemption.” I& The exemption or deferral request must: 

(1) document why a particular requirement is inapplicable, 
impracticable, or is contrary to public health or safety; 
and 

(2) include a representation of the proposed labeling, 
including any outserts, panel extensions, or other 
graphical or packaging techniques intended to be used 
with the product. 

Petitioner submits this Citizen Petition, instead of an Application for Exemption, for two 
reasons. One, this petition asks FDA to amend 21 C.F.R. 0 201.66 to provide for an across-the- 
board variance, rather than an exemption, to permit an OTC manufacturer to include the phrase 
“may contain” in the “Inactive Ingredients” section of the product labeling when there are 
multiple sources for drug products manufactured with slightly different inactive ingredients. The 
manufacturer would declare on the label of the drug the inactive ingredients that are common to 
the multiple suppliers, as required by 21 C.F.R. $ 201.66. The request in this petition is for a 
variance (i.e., “may contain”) in the regulation and not for an exemption (which would apply if 
no inactives were listed). 

Two, even assuming FDA treats this request as a request for an exemption and not a 
variance, an Application for Exemption is product-specific. This petition seeks to amend 
21 C.F.R. 5 201.66 to apply to d OTC drug products manufactured using slightly different 
inactive ingredients from multiple suppliers. Therefore, a Citizen Petition, not an Application for 
Exemption, is the proper administrative mechanism to effectuate the changes requested. 

Nevertheless, because we expect that FDA will consider the criteria described in the 
Application for Exemption regulation, 21 C.F.R. 6 201.66(e), when reviewing this petition, 
petitioner will explain why FDA should grant the request in this petition, applying the 
aforementioned criteria. Petitioner also wants to make clear that this petition is limited in scope 
and only requests a “may contain” labeling variance when multiple suppliers are used for drug 
products that have slightly different inactive ingredients. Manufacturers would be required to 
comply with all other requirements for OTC product labeling detailed in 21 C.F.R. 8 201.66. 
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Attachment B provides a representation of the proposed labeling intended to be used with 
a representative OTC drug product. 

3. It is impracticable to list all inactive ingredients when 
alXT 1. m 

If the declaration of inactive ingredients must list only the specific inactive ingredients 
actually present in the finished product, rather than provide a “may contain” statement, the 
manufacturer will be forced to consider one of three alternatives, all of which will cause 
significant reduction in the company’s profitability and none of which are practical: (1) purchase 
the ingredients from only one supplier; (2) carry separate inventories of labeling to accommodate 
slight variations in inactive ingredients caused by the need to use multiple sources of supply for 
each supplier’s ingredients; or (3) require the ingredient suppliers to manufacture the ingredients 
to an exact formula. Each of these alternatives is discussed below. 

Alternative 1 - Purchase drug product from only one supplier. If a company uses 
only one supplier, this company runs the risk of having no product available when that single 
supplier is experiencing production difficulties or is otherwise unable to meet higher than 
forecasted retail demand. 

Alternative 2 - Carry separate inventories of packaging and labeling materials for 
the same product when slight differences in inactive ingredients exist. Our client cannot 
reasonably carry separate inventories of multiple versions of the same carton or label for each 
product in its OTC product line. In addition to the substantial economic impact of maintaining 
adequate warehouse space to store the new materials and separate labeling and packaging, there 
will be increased costs relating to the establishment of new stock keeping units (SKUs) and 
inventory controls, as well as those relating to the revision of all supporting documentation. 
Moreover, the risk of labeling mixups will increase significantly. Finally, the additional 
personnel and resources necessary to maintain duplicate labeling and packaging inventories and 
to comply with the labeling requirements for each product will be cost-prohibitive and not 
provide any significant benefit to consumers. 

Alternative 3 - Require different suppliers to manufacture to the same formula. 
Our client has explored this option with its suppliers and has determined that this option is 
impracticable. Each manufacturer has different equipment, different raw material sources, and 
different methods in compounding and processing these materials. A change to a formula with 
which they do not have experience would, at the very least, be time-consuming and expensive 
and, in many cases, not feasible. At worst, it could also lead to production problems, delays, and 
inferior drug product quality. 
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4. FDA should provide a general variance to minimize 
the potential overflow of Applications for Exemptions, 

Petitioner supports the comments submitted by the Cosmetic, Toiletry, and Fragrance 
Association (CTFA) to FDA’s Division of OTC Drugs, dated December 13, 1999. Specifically, 
CTFA argued for broader exemption standards,. which would dramatically reduce the number of 
individual exemption requests filed and “substantially reduce FDA’s role in reviewing 
confidential materials.” We recognize that Dr. Charles Ganley, Director of the Division of OTC 
Drugs, has said that FDA will not preapprove exemptions and intends to review each request on 
a case-by-case basis. However, for the reasons discussed in this petition, we ask that the agency 
reconsider its position and grant an across-the-board variance to permit OTC manufacturers to 
provide “may contain” in the “Inactive ingredients” section of the product labeling when 
multiple sources of inactive ingredients, with identical functionality but slightly different 
compositions, are used. Otherwise, in these situations, companies, such as the petitioner’s client, 
will be required to submit Applications for Exemptions for hundreds of OTC products on a case- 
by-case basis, which will be cumbersome, time-consuming and draining on the agency’s limited 
personnel, time, and resources. 

5. A grant of the requested variance is consistent with recent FDA action: 

FDA recently reviewed a request, similar to that made in this petition. Specifically, on 
November 23, 1999, the agency granted Zee Medical, Inc.‘s Application for Exemption 
regarding the listing of inactive ingredients on the company’s PainAid@ Pain Relief tablets. & 
Attachment C. Zee Medical requested that FDA allow the use of the phrase “may contain” to list 
inactive ingredients that may or may not be present in the product, because the company 
obtained bulk tablets from three different suppliers whose formulations contain different inactive 
ingredients and it would be impracticable for Zee Medical’s manufacturing and distribution 
operations. 

Based on this recent agency action, petitioner asks that FDA permit the inclusion of a 
“may contain” statement to list inactive ingredients that may or may not be in the drug product 
when the OTC manufacturer uses multiple suppliers. A grant of a variance in this limited case 
will not present a risk to the public health. The inclusion of a “may contain” statement notifies 
the consumer that a particular inactive ingredient may or may not be in the drug product. Based 
on the inactives listed, the consumer can then determine whether to purchase the drug. It is 
possible that the consumer is allergic to a specific inactive ingredient and will decide not to 
select a given product due to the possible safety considerations. At worst, because of the “may 
contain” statement, the consumer will not buy the drug product. Although this could have an 
economic effect on the manufacturer, it will not present any potential threat to the public health. 
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c Environmental Impact 

According to 21 C.F.R. 8 25.3 1, this petition qualifies for a categorical exclusion from 
the requirement for submission of an environmental assessment. 

D. Economic Impact 

According to 21 C.F.R. 5 10.30(b), petitioner will, upon request by the Commissioner, 
submit economic impact information. 

E. Certijkation 

The undersigned certifies, that, to the best knowledge and belief of the undersigned, this 
petition includes all information and views on which the petition relies, and that it includes 
representative data and information known to the petitioner which are unfavorable to the petition. 

Respectfully submitted, 

Alan G. Minsk 
Arnall Golden & Gregory, LLP 
2800 One Atlantic Center 
1201 West Peachtree Street 
Atlanta, GA 30309-3450 
404-873-8690 (phone) 
404-873-8691 (fax) 

Attachments 



ATTACHMENT A 

l Proposed amendment to current 21 C.F.R. 0 201.66 would read: 

ik3) “Inactive ingredients”, followed by a listing of the 
established name of each inactive ingredient. If the product 
is an OTC drug product that is not also a cosmetic product, 
then the inactive ingredients shall be listed in alphabetical 
order. However, for an OTC drug product that is 
sourced from more than one supplier with differing 
inactive ingredients, the product labeling may state: 
“May [or may also] contain [name of the uncommon 
inactive ingredients]” (h, that inactive ingredient which 
is uniquely provided by a particular supplier) after the 
listing of common inactive ingredients. . . . 

(Emphasis added.) 
. . . 

(4 Exemptions and deferrals. FDA on its own initiative or in 
response to a written request from any manufacturer, packer, or 
distributor, may exempt or defer, based on the circumstances 
presented, one or more specific requirements set forth in this 
section on the basis that the requirement is inapplicable, 
impracticable, or contrary to public health or safety. However, 
for an OTC drug product that is comprised of inactive 
ingredients manufactured from different suppliers, the 
product label may contain the statement described in 
paragraph (c)(S) of this section. . . . 

(Emphasis added.) 

998823.1 



ATTACHMENT B 

hactivs ingredients FDW blue no. 1, FD&C red no. 40, gelatin, glycerin, 
methylparaben, polyethylene glycol, propylparaben, propylene glycoi, sorbitol, titanium 
dioxide. May also contain D&C red no. 33, ethyl vanillin, purified water. 
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ctfruiast, cmscarmrfcse sodium, D&C yeUaw #IO, Fb&C yellow P6, sZa;ch 
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CeIIuloss, crosoarmeflose sodium, FD&C: ysllbw $6, magnseium seara&, 
poryvfrryfpyrralidone. cilicon ciioxkfu, sadium meta bkutfats, eodlum starch 
glyuolat,te. WWch, stew-b ebid 5 

please call me at 949-262-9536 if ynu need additional in.lfomotkan. 
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September IS, 1999 

APPLICATION FOR EXE?kfP’iTUN 

Re: Request for ExernPtioa fmm 21 CFR 201.66 (OTC Labelhg Pormat) 
Docket Numbw NN4337 

Subjwtr 2%~ Media& Inc, 
P&LUCI@ Pain Relief TabMa (#1427, X418,1419) 

This is a request for exemption f%m 21 CFR 201.66(c)@), the reqti-t for listing the inactive 
ingredients on the OTC drug label, for Zee Med.@, Inc. P&Aid@ Pain Relief tablets. We believe 
this requirmeti is impmcticabIe fbr our method of ma,nuf&turing and ditibution due to the factors 
outlined below. WC are nxpx&ing to be allod to use the phrase “may’C0ntain” to list h&Ctive 
ingreticnts that may or may not be present in the product. 

We request that the information Ln this documez~t be kept confidential to the fullest extent possible, 
particularly information concerning the financiat impact of this request on our company. 

tie B&xlicctl, Inc. is a wholes& distributor of first aid and safctr products. We provide these 
products to independent distributors and company-owned distributors who in turn sell them to 
employers for use in the employers’ workplace ficst aid cabinets. These products axe delivered to 
the employer by looms of a van-based deliver)r system. 

PainAid@ Pain Relief tablets are OTC pain reliever/fever reducer tablets packaged in sealed unit 
ilose packets (2 tabI& per packet). Ihe packets are then packae;ed into dispenser boxes of 100,250 
or 1000 tablets &h. The product is sold by our &tri%utors to un~oyers for use in workphxce first 
aid cabinets, also suppliexi by Zee Medical. Tbis product and other products of our OTC tablet line 
m-nprlsc the largest and most important segment of our business. 



FDA Exemption Requ@ 
September l&1999 

Page 2 

Our company purchases the finished tablets in bulk form., then repackages the tablets into the unit 
dose packets and dispenser boxes bearing our label. In order to (1) cnsum an uninterrupted supply 
of bulk tab&a, (2) prevent short term emergencies at our suppliers Ewm affecting our production 8 schedule and (3) keep our casts under control, it we v 
m. We CUIXRUY have three suppliers fa the bulk PainAid@ Tablets. Althaugh the active 
ingredients am identicat, the inactive ingredients vary fxom supplier to supplier. Due to this 
variation, WI: have not listed any inactive ingmdietits on the label in the past, 

AS indicated above, P&Aid@ tablets together with the other products of our OTC tablet fine 
romp&the largest and most important segment of our busmess. Any &@ficant reduction in the 
prof3ability of drcsc products would eausc serious consequences for our company, If we are 
required to list the inactive ing&ients on the dispenser box, we will be fonxd iti one of three 
alt~vesz (1) pu&M the bulk tabI& Corn only One supplier, (2) carry separate inventorits of 
dirpcnser boxes for each suppficr’s tablets, or (3) r@re our bulk tablet SLI@EYS to manufacture 
the tablets to our exact formula. Each of these alternatives is discussed below. 

Alternative I- Purchase tabIets from only one supplier, This is a pm&e that we have strictly 
forbidden for many years. With only one supplier, we would run the risk of having no product 
available during situations where the supplies is experiencing production GfGuIties. In fact, this 
vety thing happened to us several yerus ago, which led to a disastrous situ&ion where we were 
unable to obtain the pro&rot for a per&l of 8 months. As arcs& we have es&I&bed a Finn policy 
that we v&U always have more than one approved supplier for our bulk tablets, 

Alternative 2 - CSUIY repante inventoria of packaging and labeling xqterisls for multiple 
suppliers of the WC product. We have evaluated this tim-an operatiens standpofnt and have 
deterruined that wt do not have the oapabitity to carry aqraratc and distinct inventories of two or 
three versions of tire same box or Label for each pro&rot in our tablet line. Aside from the lo&tics 
of the increased wawhousc space required to store the new materials, the establishment of new 
SKU’s and inventory CO&W~S, and the revision of aI.l supporting documentation (batch meor& 
product specikitions, bill of materials), there would be the increased threat of labeling mixups and 
tht incteasbd burden of having to tripIc our efforts for every new PDA labeling requirement. The 
burden of this would ci+@e our operation. 

Alternative 3 - Require different tabI& suppliers ta umuxfacture to the same formula. We 
have @ored this option with our suppliers and have determined chat this is impracticable. JZach 
manti~%?urcr has diffeffnt blending, granulating and tablet cornpressIng equipme& different raw 
mater- :I sources; gad diierent expert& in compounding and processing these materials. A change 
to a fcimuIa with ~hksh they do not have cxgcricnco WUUH, at the VW ht., be time consuming and 
cxptnsivt. At wot’s& it could also lead to production problems, delays, aud inferior tablet quality. 



We are requesting axcmption for this product &urn 21 CFR 201.66(c)(8), which requires Iisting the 
inactive ingredients an the OTC drug label. We nofe th& many OTC dmtg labels cun’ently USC the 
phrase “May also contain [list of ingvdkrfts]” to &scribe ingredhts that may or may not be pment 
in the formula. We request tit we be allowed to make the fqllowir@ statement to convey ina&~e 

ingredients that may be pment in P&Aid@ Tablets: 

Xnactha iagredieatd my contain c$lulose, corn atEch, nosoarmclose sodium, 
D&C yeIlow HO, FD&C yellow #6, magnesium stcarate, polyvinylpyrroIidone, 
silicon dioxide, sodium.meta bfsulfkte, sodiutll at.txoh glycolate, starch, stearic acid. 

The label for s-9 product xvi11 meet all other requirements of 21 cm 201.66. 

We appreciate your consideration of this request and look forward to receiving your rtspbnse 8s soon 
as possible. If you need additional information or would like to discuzs this matter in person, please 
call me direotty at (949) 2524530. 

Kevin Lloyd 
Manager, Quality and Regulatory A&irs 
2&e Medical, Inc. 

I 



To: Ms. Jenny Butler 
Qf: Feed and Drug Administration 
Fax No: 301-627-6670 

f?atl?: October 14, 1989 
PQgtH!: 7 

’ From: Kevin JJoyd 
CWllpttly: Zes Msdical, Inc. 
Address: 22 Corporate Park 

hma, CA 92806 
Fax No; 949-252-9527 
Phone No: 94%2524E30 

This is In feferencc to our Application for Exemption from certsin requirements of 
21 CFR 201.66 (@K Labeling Forrn~t), Docket Number 98%(137, for Zee Medical 
P&Aid Pain Relief Tablets, The Application for Exemption IE dtitedSSeptember 16, 
lSS$. 

As you fndicated &rang our telephone contar8ation today, tie application includes 
a section requesting that the submittad informetlon ba kept canfidential to the 
extent pas~ihfs, howauerr, In order for FCIA to consider the appjictilon, Zae Medicaf 
muat allow the Isformation to be released pubiidy. 

Pfease accept this a8 authorizat(on for FDA to publldy release the information 
contaIned in the ApptiGarkrn fcr Exemptian referenced above. 

If you need addItIonal infarmatlon, please contaot me ~48-46~~8530, 

Kevin Uoyd 
Managar, Re$ulatary Affairs 
Zeo Medfaal, Inc. 

. 

c 
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Note 35 
. FOOD AND DRUGS Ch. g 

35. - Weight and sufficiency of evl- merce adulterated cold tablets represent. 
dence ed to contain one grain of acetanllid and 

Evidence permitted finding that defen- .625 grains of quinine sulphate, whereas ., 
dant oharmacist received adulterated each tablet contained not more than .83 
drugs &ith intent to defraud or mislead, 
where defendant purchased sample pre- 

leaked into cough synrp and caused its 
adulteration. U.S. v. Dino, CA.8 (MO.) 
1990. 9 19 F.2d 72, certiorari denied I 12 
S.Ct. So. 502 U.S. 808, 116 L.Ed.Zd 28. 

Evidence established that Government 
water test was not arbitrary or irrelevant 
in that test itself allegedly created holes 
in prophylactics but rather that prophy 
lactics in violation of prohibition of this 
chapter against interstate shipment of de- 
fective devices contained holes when 
shipped in interstate commerce. Dean 
Rubber Mfa. Co. v. U. S., C.A.~ (MO.) 
1966. 356 f2d 161. 

In prosecution for violation of this 
chapter, by interstate shipment of drugs, 
whose strenath was below that declared 
on labels, t&timony by Food and Drug 
Administration chemists as lo assays Con- 

ducted on the drugs was substantial. and 
cvcn if such testimony WCFC regarded as 
circumstantial evidcncc, it was not as 
consistent with a reasonable hypothesis 
ol innoccncc as with guilt, and it did not. 
thcrelorc. justify reversal ol conviclion. 
Woodard Laboratories v. U. S.. CA.9 
(Cal.) 1952. 198 F.2d 995. 

In prosecution for violation of former 
4 8 of this title, evidence that samples of 
the drug were taken in the ordinary 
course’ ol business for the purpose of be- 
ing retained as samples. wc’rc put in the 
usual place where samples were kept to 
remove them from accident or meddling 
and thcrs remained undis~orbrd umil 
se~zcd rhrcs years later. WAS sufficirnr IO 
justify admission of samples in cvidciicr* 
and it was for jury to dccidc how likely il 
was that some other substance had been . 

grains of acetanilid and not more than 
36 grains of qulnine sulphate. St&ii ‘. 
Cobb & Co. v. U. S.. C.C.A.6 (ohio’l 193~ 
103 F.2d 671. 

. -, -.-_, 

Storing latex surgical gloves were held 
in warehouse and manufacturing facility 
which harbored rodents violated Federal 
Food, Drug, and Cosmetic Act, even in 
absence of showing of actual product 
contamination. U.S. V. 789 Cases, More 
or Less, of Latex Surgeons’ Gloves, an 
Article of Device, D.Puerto Rico 1992, 
799 FSupp. 1275. 

Articles containing amygdalin and hy 
drogen cyanide, intended for use in treat. 
ment and prevention of cancer, were 
adulterated and misbranded. U. S. V. 

General Research Laboratories, C.D.Cal. 
1975, 397 F.Supp. 197. 

Evidence established that manufacturer 
of Vitamin K for injection, otherwise 
known as Menadione Sodium Bisulfite 
Injection, maintained no system of label 
accountability. U. S. v. Dianovin Phar- 
maceuticals, Inc., D.C.Puerto Rico 1972, 
342 F.Supp. 724, affirmed 475 F.2d 100, 
certiorari denied 94 S.Ct. 60, 414 U.S. 
830, 38 L.Ed.Zd 6.5. 

Ampules of Vitamin K, Mcnadionc So. 
dium Bisulfitc Injection. which were no\ 
complclcly scaled wcrs not manufactured 
in conformity with current good manu. 
facturing prlclicc and wcrc “adultcrat- 
cd” whhin meaning of this section. U. S. 
v. Dianovin Pharmaceuticals, Inc., 
D.C.Pucrto Rico 1972. 342 FSupp. 724. 
affirmed 475 F.2d 100. certiorari dcnicd 
94 S.Ct. 60. 414 U.S. 830, 38 L.Ed.Zd 65. 

Failure of manufacturc’r of Vitamin K 
for injcc~ion to make nny comparison bc- 
twecn thcorctic and rtctual batch yield 
established that the munulacturcr did not 
conform to the t’cquircmcnt of provisions 
of this subchnptsr of good manulacturing 
t>racticcs. U. S. \‘. Diutrovin Phnrmaccu. 
iicals. Inc.. D.C.Pucrro Rico 1972. 352 
f.S~pp. 724, ;~ll’irmr*tl 47.5 F.?tl 100. CCP 
tiortvi &n&l 94 S.Ct. 6U. 414 U.S. 830. 
38 L.Ed.ld 63. 

substiturcd lor what was originally put in 
bottles. U S v. S B Penick & Co, C.C.A.2 

Evidcncc established t11o1 drug compn. 
(N.Y.) 1943. 136 F.2d 413. 

ny’s p~ducts \\‘cre delici~nt as to con. 
tents dcclarcd on its lab&, that basic 

Evidcncc justified conviction af COIJXI- criteria cmplo\-cd ill sstal)li?;hing control 
ration for shipping in intcrstatc com- methods \\‘:\s CCOI~OIII~C. \rilh changes in- 
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fluenced entirely by cost to company 
rather than desire to make certain that 

Assuming that coupled counts of iif* 

actual strength and quality of drug ingre- 
mation, the first charging defendants 

dients was as label declared them to be, 
with having introduced adulterated diug 

and that failure to eliminate inadequacy 
into interstate commerce, and the second 

in manufacturing processes was deliber- 
charging them with having introduced 

ate, wilful and intentional. U. S. v. 
misbranded drug into imerstate com- 
merce, rested upon a single shipment, 

Schticksup Drug Co., S.D.Xl1.1962, 206 defendants’ potential criminal Iiabilities 
, 

FSupp. 801. were restricted to one count in each of 
36. Instructtons 

In proceeding for forfeiture of allegedly 
“adulterated” new animal drugs, pro- 
posed instructions that wouId have ad- 
vised jury to take into consideration in- 
tended use and characteristics of drug 
under investigation, i.e., that drugs were 
intended for use in immobilizing or de- 
stroying feral dogs, was properly refused. 
U. S. v. An Article of Drug, CA.9 (Cal.) 
1981,661 F.2d 742. 

It was not error to refuse to give an 
instruction, in action against manufactur- 
er of polio vaccine by plaintiff who took 
the drug and contracted polio as a result, 
that under Montana law the manufactur- 
er was held to an implied warranty that 
there was no impurity in the vaccine, 
where record showed scrupulous atten- 
tion in the matter of preparation and 
testina. so that the resultina oroduct was 
preci&ly what was inten&& Davis v. 
Wveth Laboratories, Inc., CA.9 (Idaho) 
1668, 399 F.2d 121. 

the allegedly duplicitous pairings, and ac- 
cordingly, defendants could either de- 
mand that the government elect, or re- 
quest court to charge jury that it could 
find defendants guilty of one of the 

‘i 

counts, but not both. U. S. v. Bel-Mar 
Laboratories, Inc., E.D.N.Y.1968. 284 
F.Supp. 875. 

37. Injunctions 
Government was entitled to prelimi- 

nary injunction directing drug manufac- 
turer 10 comply with Federal Food, Drug 
and Cosmetic Act, requiring it to cease 
distribution of certain drugs until concur- 
rent or prospective validation studies for 
each w&e dompleted, and requiring re- 
call of batches released on basis of suc- 
cessful resample alone, and those which 
had content uniformity and assay difllcul- 
ties: manufacturer had introduced adul- 
terated drugs into commerce, and there 
was threat of future violations. U.S. v. 
Barr Laboratories, Inc., D.N.J.1993, 812 
FSupp. 458. 

5 3 5 2, 
‘I 

Misbranded drugs and devices 
A drug or device shall be deemed to be misbranded- 

(a) False or misleading label 
If its labeling is false or misleading in any particular. Health 

care economic information provided to a formulary committee, 
or other similar entity, in the course of the committee or the 
entity carrying out its responsibilities for the selection of drugs 
for managed care or other similar organizations, shall not be 
considered to be false or misleading under this paragraph if the 
health care economic information directly relates to an indica- 
tion approved under section 290aa-4 or under section 262(a) of 
Title 42 for such drug and is based on competent and reliable 
scientific evidence. The requirements set forth in section 
290aa-4(a) or in .section 262(a) of Title 42 shall not apply to 
health care economic information provided to such a committee 
or entity in accordance with this paragraph. Information that is 
relevant to the substantiation of the health care economic infor- 
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mation presented pursuant to this paragraph shall be made 1: 
available to the Secretary upon request. In this paragraph, the .’ 3 
term “health care economic information” means any analysis :: 
that identifies, measures, or compares the economic cdnse- 

3 $1 
quences, including the costs of the represented health outcomes, 
of the use of a drug to the use of another drug, to another health 
care intervention, or to no intervention. 

(b) Package form: contentS of label 
If in package form unless it bears a label containing (1) the 

name and place of business of the manufacturer, packer, or 
distributor; and (2) an accurate statement of the quantity of the 
contents in terms of weight, measure, or numerical count: Pro- 
vided, That under clause (2) of this paragraph reasonable varia- 

-lions shall be permitted, and exemptions as to small packages 
shall bc established, by regulations prescribed by the Secretary. 

(c) Prominence of information on label 

II any word, statement, or other information required by or 
under authorily of this chap&r to appear on the label or labeling 
is not prominently placed thereon with such conspicuousness (as 
compared with other words, statements, designs, or devices, in 
the labeling) and in such terms as to render it likely to be read 
and understood by the ordinary individual under customary 
conditions oi purchase and USC. 

(d) Repealed. Pub.L. 105-l 15, Title 1, 3 126(b), Nov. 21, 1997, 
111 Stat. 2327 

(c) Designation of drugs or devices by established names 

(l)(A) If it is a drug, unless its lab!cl bears, to the exclusion of 
;L[J\’ othct‘ nonpropriclar); name (cxccpt the applicable systematic 
chimical name or the chemical formula)- 

(i) the cstablishcd name &+s defined in subparagraph 
(3)) of the drug, if lhere is such a name; 

(ii) the cstablishcd name and quantily or, if detcp 
mid b 10 c appropriate by the Sccrctary, the propor- 
tion of’ each active ingrcdicnt, including the quantity, 
kind, and proportion of any alcohol, and also including 
whether active or not the established name and qu&@ 
or if dctcrmincd to bc appropriate by the Sccrctary.,. the 
proportion of any bromides, ether, chloroform, aceifni- 
lidc, acctophcnetidin, amidopyrine, antipyrinc, atropme, 
byoscinc, hyoscyaminc, arsenic, digitalis, digitalis gluco- 
sides, mercury, ouabain, strophanthin, strychnine, thp- 
raid, or any dcrivativc or preparation of any such sub- 
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stances, contained therein, except that the requirement 
for stating the quantity of the active ingredients, other 
than the ,quantity of those specifically named in this 
subclause, shall not apply to nonprescription drugs not 
intended for human use; and 

. 

(iii) the established name of each inactive ingredient 
listed in alphabetical order on the outside container of 
the retail package and, if determined to be appropriate 
by the Secretary, on the immediate container, as pre- :. -! 
scribed in regulation promulgated by the Secretary, 
except that nothing in this subclause shall be deemed to 
require that any trade secret be divulged, and except ’ 

‘I 

that the requirements of this subclause with respect to 
alphabetical order shall apply only to nonprescription 
drugs that are not also cosmetics and that this subclause 
shall not apply to nonprescription drugs not intended 
for human use. 

(B) For any prescription drug the established name of 
such drug or ingredient, as the case may be, on such label 
(and on any labeling on which a name for such drug or 
ingredient is used) shall be printed prominently and in type 
at least half as large as that used thereon for any proprietary 
name or designation for such drug or ingredient, except that 
to the extent that compliance with the requirements of 
subclause (ii) or (iii) of clause (A) or this clause is impracti- 
cable, exemptions shall be established by regulations pro- J 
mulgated by the Secretary. 

(2) If it is a device and it has an established name, unless its .I 
label bears, to the exclusion of any other nonproprietary name, 
its established name (as defined in subparagraph (4)) prominent- 
ly printed in type at least half as large as that used thereon for 
any proprietary name or designation for such device, except that 
to the extent compliance with the requirements of this subpara- 
graph is impracticable, exemptions shall be established by regu- 
lations promulgated by the Secretary. 

(3) As used in subparagraph (l), the term “established name”, 
with respect to a drug or ingredient thereof, means (A) the 
applicable official name designated pursuant to section 358 of 
this title, or (B), if there is no such name and such drug, or such 
ingredient, is an article recognized in an official compendium, 
then the official title thereof in such compendium, or (C) if 
neither clause (A) nor clause (B) of this subparagraph applies, 
then the common or usual name, if any, of such drug or of such 
ingredient, except that where clause (B) of this subparagraph 
applies to an article recognized in the United States Pharmacop- 
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eia and in the Homeopathic Pharmacopoeia under different 
official titles, the official title used in the United States Pharma- 
copeia shall apply unless it is labeled and offered for sale as a 
homeopathic drug, in which case the official title used in the 
Homeopathic Pharmacopoeia shall apply. 

(4) As used in paragraph (2), the term “established name” 
with respect to a device means (A) the applicable official name of 
the device designated pursuant to section 358 of this title, (B) if 
there is no such name and such device is an article recognized in 
an official compendium, then the official title thereof in such 
compendium, or (C) if neither clause (A) nor clause (B) of this 
paragraph applies, then any common or usual name of such 
device. 

(0 Directions for use and warnings on label 

Unless its labeling bears (1) adequate directions for use; and 
(2) such adequate warnings against use in those pathological 
conditions or by children where its use may be dangerous to 
health, or against unsafe dosage or methods or duration of 
administration or application, in such manner and form, as are 
necessary for the protection of users, except that where any 
requirement of clause (1) of this paragraph, as applied to any 
drug or device is not necessary for the protection of the public 
health, the Secretary shall promulgate regulations exempting 
such drug or device from such requirement. 

(g) Representations as recognized drug: packing and labeling; 
inconsistent requirements for designation of drug 

. 
II it purports to bc a drug the name of which is recognized in 

an official compendium, unless it is packaged and labeled as 
prescribed thcrcin. The method of packing may be modified 
Lvith the consent of the Secretary: Whenever a drug is recog- 
nized in both the United Stales Pharmacopoeia and the Homoeo- 
pathic Pharmacopoeia of the United States, it shall bc subject to 
the requirements of the United States Pharmacopoeia with rc- 
spcct to packaging and labcling unless it is labeled and offered 
for sale as a homocopathic drug, in which case it shall be subject 
to the provisions of the Homocopathic Pharmacopoeia of the 
Uhited States, and not to those of the United States Pharmacopo- 
eia, except that in the event of inconsistency between the require- 
ments of this paragraph and those 01 paragraph (4 as to name 
by which the drug or its ingrcdicnts shall be designated, the 
I.equirements of I)aragwph (c) shalt prevail. 
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(h) Deteriorative drugs: packing and labeling ‘* 
If it has been found by the Secretary to be a drug liable to 

deterioration,’ unless it is packaged in such form and manner, 
and its label bears zi statement of such precautions, as the 
Secretary shall by regulations require as necessary for the pro- 
tection of the public health. No such regulation shall be estab- 
lished for any drug recognized in an official compendium until 
the Secretary shall have, informed the appropriate body charged 
with the revision of such compendium of the need for such 
packaging or labeling requirements and such body shall have ’ 
failed within a reasonable time to prescribe such requirements. 

(f) Drug; misleading container; imitation: offer for sale under ’ 
another name 

(1) If it is a drug and its container is so made, formed, or filled 
as to be misleading; or (2) if it is an imitation of another drug; 
or (3) if it is offered for sale under the name of another drug. 

(j) Health-endangering when used as prescribed 
If it is dangerous to health when used in the dosage or 

manner, or with the frequency or duration prescribed, recom- 
mended, or suggested in the labeling thereof. 

(k) Repealed. Pub.L. 105-l 15, Title I, 8 125(a)(2)(B), Nov. 21, 
1997,111 Stat. 2325 

(I) Repealed. Pub.L. 105-l 15, Title I, 4 125(b)(2)(D), Nov. 21, 
1997,111 Stat. 2325 

(m) Color additives: packing and labeling 
; 1 .: 

If it is a color additive the intended use of which is for the 
purpose of coloring only, unless its packaging and labeling are in 
conformity with such packaging and labeling requirements appli- 
cable to such color additive, as may be contained in regulations 
issued under section 379e of this title. 

(n) Prescription drug advertisements: established name: 
quantitative formula: side effects, contrafndications, and 
effectiveness: prior approval: false advertising: labeling; 
construction of the Convention on Psychotropic Sub- 
stances 

In the case of any prescription drug distributed or offered for 
sale in any State, unless the manufacturer, packer, or distributor 
thereof includes in all advertisements and other descriptive 
printed matter issued or caused to be issued by the manufactur- 
er, packer, or distributor with respect to that drug a true state- 
ment of (1) the established name as defined in paragraph (e) of 
this section, printed prominently and in type at least half as large 
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as that used for any trade or brand name thereof, (2) the formula ‘h 
showing quantitatively each ingredient of such drug to the extent Y 
required for labels under paragraph (e) of this section, and (3) ,f 
such other information in brief summary relating to side effects, i 
contraindications, and effectiveness as shall be required in regu- 
lations which shall be issued by the Secretary in accordance with 
the procedure specified in section 37 1 (e) of this title, except that 
(A) except in extraordinary circumstances, no regulation issued 
uncIci* this subsection shall require prior approval by the Secre- 
tary of the content of any advertisement, and (B) no advertise- 
ment of a prescription drug, published after the effective date of 
regulations issued under this subsection applicable to advertise- 
ments of prescription drugs, shall with respect to the matters 
specified in this subsection or covered by such regulations, be 
subject to the provisions of sections 52 to 57 of Title 15. This 
paragraph (n) shall not be applicable to any printed matter 
which the Secretary determines to be labeling as defined in 
section 321(m) of this title. Nothing in the Convention on 
Psychotropic Substances, signed at Vienna, Austria, on February 
2 1, 1971, shall be construed to prevent drug price communica- 
tions to consumers. 

(0) Drugs or devices from nonregistered establishtients 

IT it was manulacturcd, prepared, propagated, compounded, 
or p~~csscd in an cstablishmcnt in any State not duly registered 
under section 360 of this title, if it was not included in a list 
rcquir-cd by section 360(j) of this title, if a notice or other 
il:I;,rlnation rcspccting it was not: provided as rcquircd by such 
section or section 360(k) of this title, or if it does not bear such 
svmbols from the uniform system for identification of devices 
$cscribed under section 360(e) of this title as the Secretary by 
regulation rcyuircs. -c 

(1,) packaging or labeling of drugs in violation of regulations 

II it is a drug and its packaging or labeling is in violation of an 
app]icab]c rcgulaCon issued pursuant to section 1472 or 1473 of 
Title IS. 

(4) Restricted devices using false or misleading advertising or 
used in violation of regulations 

111 the case of any restricted device distributed or offered for 
sale in any State, if (1) its advertising is false or misleading in 
at]\’ particular, or (2) it is sold, disLributcd, or used in violation of 
yc&la~ions pwscribcd under section 360j(e) of this title. 
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(r) Restricted .devices not carrying requisite accompanyfrig 

statements in advertisements and other descriptive p&it- 
ed matter 

In the case of any’restricted device distributed or offered for 
sale in any State, unless the manufacturer, packer, or distributor 
thereof includes in all advertisements and other descriptive 
printed matter issued or caused to be issued by the manufactur- 
er, packer, or distributor with respect to that device (1) a true 
statement of the device’s established name as defmed in para-. 
graph (e), printed prominently and in type at least half as large 
as that used for any trade or brand name thereof, and (2) a brief 
statement of-the intended uses of the device and relevant wati- 
ings, precautions, side effects, and contraindications and, in the 
case of specific devices made subject to a finding by the Secre- 
tary after notice and opportunity for comment that such action is 
necessary to protect the public health, a full description of the 
components of such device or the formula showing quantitatively 
each ingredient of such device to the extent required in regula- 
tions which shall be issued by the Secretary after an opportunity 
for a hearing. Except in extraordinary circumstances, no regu- 
lation issued under this paragraph shall require prior approval 
by the Secretary of the content of any advertisement and no 
advertisement of a restricted device, published after the effective 
date of this paragraph shall, with respect to the matters specified 
in this paragraph or covered by regulations issued hereunder be 
subject to the provisions of sections 52 through 55 of Title ’ 15. 
This paragraph shall not be applicable to any printed matter 
which the Secretary determines to be labeling as defined in 
section 32 l(m) of this title. 

(s) Devices subject to performance standards not bearing requi- 
site labeling 

If it is a device subject to a performance standard established 
under section 360d of this title, unless it bears such labeling as 
may be prescribed in such performance standard. 

(t) Devices for which there has been a failure or refusal to give 
required notification or to furnish required material or 
information 

If it is a device and there was a failure or refusal (1) to comply 
with any requirement prescribed under section 360h of this title 
respecting the device, (2) to furnish any material or information 
required by or under section 360i of this title respecting the 
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device, or (3) to comply with a requirement under section 36Ol of 1 
this title. 

i 
a 

(June 25, 1938, c. 675, 9 502, 52 Stat. 1050; June 23, 1939, C. 242, § 3, 53 “f 
Stat 854; 1940 Reorg. Plan No. IV, % 12, 13, eff. June 30, 1940, 5 F.R ,!I 
2422 54 Stat. 1237; Dec. 22, 1941,~. 613,s 2, 55 Stat. 851; July 6, 1945,~. 
281 $ 2 59 Stat. 463; Mar. 10, 1947, c. 16, 5 2, 61 Stat. 11; July 13, 1949, 
C. 3b5 9’ 1, 63 Stat. 409; 1953 Reorg. Plan No. 1, (s 5, eff. Apr. 11, 1953, 18 
F R iO53, 67 Stat. 631; Aug. 5, 1953, c. 334, 9 l, 67 Stat. 389; July 12, 
196b P&L. 86618, Title 1, 5 102(b)(2), 74 Stat. 398; Oct. 10, 1962, l%tb.L. 
87-$31 Title I, §§ 105(c), 112(a), (b), 131(a), Title III, 5 305, 76 Stat. 785, 
790 751, 795; July 13, 1968, Pub.L. 90-399, § 105(a), 82 Stat. 352; Dec. 30, 
l97b p&L. 91-601, g 7(d), 84 Stat. 1673; Dec. 30, 1970, Pub.L. 91-601, 
5 6(d), formerly 5 7(d), 84 Stat. 1673; renumbered 5 6(d), Aug. 13, 1981, 
pub.L. 97-35, Title XII, 9 1205(c), 95 Stat. 716, and’amended May 28, 1976, 
Pub.L. 94-295, !j§ 3(e), 4(b)(2), S(a), 9(b)(2), 90 Stat. 577, 580, 583; Nov. 10, 
1978 p&L. 95-633, Title I, 5 111. 92 Stat. 3773; June 16, 1992, Pub.L. 
102-&o, 5 3(a)(2), 106 Stat. 239; Oct. 29, 1992, Pub.L. 102-571, Title I, 
0 107(9), 106 St& 4499; Aug. 13, 1993, Pub.L. 103-80, 5 3(m), 107 Stat. 
777; NOV. 21, 1997, Pub.L. 105-115, Title I. §§ 114(a), 125(a)(2)(B), 
(b)(2)(D), 126(b), Title IV, .§ 412(c), 111 Stat. 2312, 2325, 2327, 2375.) 

HISTORICAL AND STATUTORY NOTES 

Revision Notes and Legislative Reports 1997 Acts. House Conference Report 
1941 Acts. House Committee Report No. 105-399, see 1997 U.S. Code Cong. 

No 1542. see 1941 U.S. Code Cong. Ser- and Adm. News, p. 288 1. 
Amendments 

1949 Acts. Senate Report NO. 600, SW 1997 Amendments. Subset. (a) 

1949 U.S. Code Cong. Service. p. 1530. Pub.L. 105-l 15,s 114(a), added, “Health 
care economic information provided to 2 

1953 Acts. House Report No. 706. see 
1953 lJ.S Code Cone. and Adm. New%. p. 

lormulary committee. or other similar en 

2086. 
tity. in the course of the committee or the 
entity carrying out its responsibilities IO 

1960 AC@. House Repo1-1 No. 1761, SW the selection of drugs for managed can 
,')h(] (J 3. C& Cwg. id Ah. News. 11. 

or other similar organizations. shall no 
bs considered to bc false or misleadin 

2887. under this paragraph if the health car 
196.2 Aas. Scnatc Rcpon No. 1744 economic information directly relates I 

;,,,d Con[crcncc Rcpo~‘~ No. 2526. WC an indication approved hndcr sectio 
1962 U.S. Code Con& and Adm. News. p. 290aa-I or under section 262(a) of Tit1 
2884 42 far such drug and is based on camp 

1968 Acts. Scnatc Kq,orl No. 1308. 
tent and rcliablc scientific evidence. Tt 

,cc 11)6X u s. CO& (‘+!. d kh. 
rcquiremcnls set forth in sectic 
290aa-4(a) or in section 262(a) of Title 1 

Nc\v\. p 2607. shall not api,ly to health care econom 
1970 ,kls. House Rcl~rt No. ‘)I -I 642 information providctl to such a comm 

‘,,,J (,,,,,~c.,~c,~~~ Rcpot’l No. Ol-17.5;. SW LLV or entity in accordnnce with this par 
1 O?(J u’s CU& Gong. and Adm. News, p. graph. Inlormation that is relevant 
ii26 

the suhstantialion of the health cart cc 

1976 A~,~. ~,mac K~\>WI No. ‘M-33 
nomic information prcscntcd pursuant 

;l,ll~ HUWJ Conlcrcncc Report NO. 
this paragraph shall hc ma& available 

y~eliy$j, see 1976 U.S. Code Con& ad 
the Sccrctn~~ LI~X)II rcqucs~ In this pal 

At1111 Nc\v\. 1). 1070. 
graph, the term ‘health care cconon 
inlormarion means an! analysis tl 

1978 Acts. l-louse ~c~‘uI’I No. 95-1 193. idcntiks. mcahurc’r. or compares 1 
\c,.. 1071; l1.s. Code (‘erg. nnd AtIm. economic cnnscqucncc5. including 1 
NC\\\, ,, Y4Y6. C’OXIS oi the rcprcscntcd health outcom 
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of the use of a drug to the use of another 
drug, to another health care intervention, 

ingredient: Provided, That to the extent 

or to no intervention.!’ 
that compliance with the requirements 

Stibsec. (d). Pub.L. 
of clause (A)(ii) or clause (B) of this 

105-l 15, 
3 126(b), repealed subset. (d), which 

paragraph is impracticable, exemptions 

read: 
shall be established by regulations pm 

“(d) Habit forming substances” 
mulgated by the Secretary.” 

“lf it is for use by man and contains 
Subset. (k). Pub.L. 

any quantity of the narcotic or hypnotic 
5 125(a)(Z)(B), struck out sub::?:); 
which read: 

substance alpha eucaine, barbituric acid, 
betaeucaine, broinal, cannabis, carbro- “(k) Insultn not properly cert~fled , 
mal, chloral, coca, cocaine, codeine, her- “If it is, or purports to be, or is rem-e- 
oin, marihuana, morphine, opium, paral- sented as a drug composed wholli or 
dehyde, peyote, or sulphonmethane; or partly of insulin, unless (1) it is from a ‘j. ,i 
any chemical derivative of such sub- batch with respect to which a certificate 
stance, which derivative has been by the or release has been issued pursuant to 
Secretary, after investigation, found to section 3.56 of this title, and (2) such 
be, and by regulations designated as. hab- certificate or release is in effect with re- 
it forming; unless its label bears the spect to such drug.” 
name and quantity or proportion of such 
substance or derivative and in juxtaposi- 

Subset. 

tion therewith the statement ‘Waming- 
3 125(b)(2)@; )itruckPuob;:. sub::::‘(:;: 

May be habit forming.’ ” 
which read: 

Subset. (e)(I). Pub.L. 105-l 1s. 
“(1) Antibiotic drugs improperly certi. 

§ 412(c), rewrote par. (l), which read: 
fled 

“(1) If it is a drug, unless (A) its label “If it is. or purports to be. or is renre- 

bean, to the exclusion of any other non- sented as a dtig (except a drug for usi in 

proprietary name (except the applicable animals other than man) composed whol- 
systematic chemical name or the chemi- 1y or partly of any kind of penicillin, 
cal formula), (i) the established name (as streptomycin, chlortetracycline, chloram- 
defined in subparagraph (3)) of the phenicol. bacitracin, or any other anttbi- 
drug, if such there be, and (ii), in case it otic drug, or any derivative thereof, un- 
is fabricated from two or more ingredi- less (I) it is from a batch with respect to 
ents, the established name and quantity which a certificate or release has been 

of each active ingredient, including the issued pursuant to section 357 of this 

quantity, kind. and proportion of any al- title, and (2) such certificate or release is . e* . . 
cohol, and also including. whether ac- 
tive or not, the established name and 
quantity or proportion of any bromides, 
ether, chloroform. acetanilid, acetphene- 
tidin, amidopyrine, antipyrine, atropine, 
hyoscine, hyoscyamine, arsenic, digitalis, 
digitalis glucosides, mercury ouabain 
strophanthin. strychnine. thyroid, or any 
derivative or preparation of any such 
substances, contained therein; Provided, 
That the requirement for stating the 
quantity of the active ingredients, other 
than the quantity of those specifically Par. (g). Pub.L. 103-80, 5 3(m)(3), 
named in this paragraph, shall apply substituted “The method” for “: Provid- 
only IO prescription drugs; and (B) for ed. That the method” and substituted *‘, 
any prescription drug the established except that” for “: Provided further, 
name of such drug or ingredient, as the That.“. 
case may be. on such label (and on any 
labeling on which a name for such drug 

Par. (n). Pub.L. 103-80. § 3(m)(4), 
substituted “, 
ed, That”. 

except that” for I’: Provid- 
or ingredient is used) is printed promi- 
nently and in type at least half as large 
as that used thereon for any proprietary 
name or designation for such drug or 
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In etteCt with respect to such drug: prr>- 
vi&i, That this subsection shall not apply 
to any drug or class of drugs exempted by 
regulations promulgated under section 
357(c) or (d) of this title.” 

1993 Amendments. Par. (e)(3). Pub.L. 
103-80. § 3(m)(l), substituted ‘0 except 
that” for ‘*: Provided further, That”, 

Par. (0. Pub.t. 103-80, § 3(m)(2), sub- 
stituted “, 
That”. 

except that” for “: Provided, 

19% Amendments. Par. (m). Pub.L. 
IOLSl, 5 107(9), substituted “379e” for 
“376”. 
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EFFECTIVE DATE NOTE 1: At 62 FR 19925, 
Apr. 24. 1997. the effective date for (201.64 (a) 
through (h) was delayed until further notice. 

EFFECTIVE DATE NOTE 2: At 64 FR 13266. 
Mar. 17.199% $201.61 was amended by reVising 
the last sentence in paragraph (b). effecrlve 
Apr. 16, 1999. For the convenience of the user 
the superseded text Is set forth as follows: 

$201.64 Sodium labeling. 

l * l * * 

(b) l l l The sodium content per dosage 
unit shall be llsted on a separate Ihe after 
the heading “Sodium Content” as the last 
statement tn the ingredients section. 

9201.66 Format and content require- 
ments for over-the-counter (OTC) 
&ug product labeling. 

(a) Scope. This section sets forth the 
content and format requirements for 
the labeling of al! OTC drug products. 
Where an OTC drug product is the sub- 
ject of an applicable monograph or reg- 
ulation that contains content and for- 
mat requirements that. conflict with 
this section, the content and format re- 
quirements in this section must be fol- 
lowed unless otherwise specifically pro- 
Tided in the applicable monograph or 
aegulation. 

(b) Dc/initiuns. The following defini- 
tions apply to this section: 

(1) Acf means the Federal Food. Drug, 
and Cosmetic Act :sccs. 201 ef seq. (21 
U.S.C. 321 ef x4.)1. 

(2) Actiae ingredfr,nl means any com- 
ponent that IS intended to furnish 
pharmacological activity or other di- 
rect effect in the diagnosis. cure. mitf- 
gation. treatment. or prevention of dis- 
ease. or to affect the structure or any 
function of the hody of humans. The 
term includes those components that 
may undergo chemical change in the 
manufacture of the druv yrObuct nnd 
be present in the drug product in a 
modified form intended to furnish the 
specified activl ty or effect. 

h.IK (ANDA) apylicaLion approved 
under section 505 of the act (21 U.S.C. 
3551. 

(4) Bullet means a Keometric symbol 
that precedes each statement in a list 
of statements. For I,urposes of this ?;ec- 
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tion. the bullet style is limited to solid 
squares or solid circles, in the format 
set forth in paragraph (d)(4) of this sec- 
tion. 

(5) Estabfished name of a drug or in- 
nredlent thereof means the 5DDliC5ble 
official name designated under-section 
508 of the act (21 U.S.C. 356). or, if there 
is no designated official name and the 
drug or ingredient. is recognized in an 

. official compendium, the official title 
of the drug or ingredient in such com- 
pendium, or, if there is no designated 
official name and the drug or lngre- 
dient is not recognized in an official 
compendium. the common or usual 
name of the drua or inaredlent. 

(6) FDA means the-Food and Drug 
Administration. 

(7) Heading means the required state- 
ments in quotation marks listed in 
paragraphs (c)(2) through (c)(Q) of this 
section. excluding subheadings (as de- 
fined in paragraph (a)(Q) of this sec- 
tion). 

(8) Inacttue Ingredient means any com- 
ponent other than an active ingredient. 

(9) Subheading means the required 
statements in quotatfon marks listed 
in paragraghs (CK5fW through 
cc)(5)tvii) of this section. 

(10) Drug facts labeling means the 
title. headings. subheadings. and infor- 
mation required under or otherwise de- 
scribed in paragraph tc) of this section, 

(11) Title means the heading listed at 
the top of the required OTC drug prod- 
uct labeling. as set forth in paragraph 
co(l) of this section. 

(12) Toful sufjace atea available to bear 
labeling means all surfaces of the out- 
side container of the retail package or: 
if there is no such outside container. 
all surfaces of the immediate containe; 
or container%rapPer except for the 
flanges at the tops and bottoms of cans 
and the shoulders and necks of bottles 
and jars. 

(c) Contcnf requirements. The outside 
container or wrapper of the retail 
package, or the immediate container 
label if there is no outside container or 
wrapper. shall contain the title, head- 
ing+. subheadings. and information set 
forth in paragraphs (c)(l) through (c)(8) 
of this section, and may contain the in- 
formation under the heading in para- 
graph ICI(Q) of this section. in the order 
listed. 
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(1) (Title) “Drug Facts”. If the drug (B) Reye’s syndrome warning for’. . 
facts labeling appears on more than drug products containing salicylatea 
one panel, the title “Drug Facts (con- 
tinued)” shall appear at the top of each 

set forth in 9201.314(h)(l). This warnidg 

subsequent panel containing such in- 
shall follow the subheading “Rey#s 
syndrome? 

formation. 
(2) “Active ingredient” or “Active in- 

(C) Flammability warning, with ap 
gredients” ” (in each rinse!% the dosage 

Propriate flammability signal word 
unit stated in the directions for use 

(e.g., §§358.15O(c) and 358.550(c) of this 
(e.g., tablet, 6 mL teaspoonful) or in 

chapter). This warning shall follow a 
each gram aa stated in §§333.110 and 

subheading containing the appropriate 
333.120 of this chapter])“, followed by 

n ammability signal word described in 
the established name of each active ln- an applicable OTC drug monograph or 
gredlent and the quantity of each ac- approved drug application. 
tive ingredient Per dosage unit. Unless (D) Water soluble gums warning set ~ 
otherwise provided in an applicable forth in 9201.319. This warning shall 
OTC drug monograph or approved drug follow the subheading “Choking:” 
application, products marketed with- (E) Alcohol warning set forth in 
out discrete dosage units (e.g., §201.322. This warning shall follow the 
topical@ shall state the Proportion subheading “Alcohol warning:” 
(rather than the quantity) of each ac- (F) Sore throat warning set forth in 
tive ingredient. 5201.315. This warning shall follow the 

(31 ,,Furpose~~ or ,,PurposesV~, fol- subheading “Sore throat warning:” 
lowed by the general pharmacological (G) Warning for drug Products con- 
category(ies) or the principal intended tainlng sodium phosphates set forth in 
action(s) of the drug or, where the drug 5201.307(b)(Z)(i) or (b)(2)(li). This wam- 
consists of more than one ingredient. ing shall follow the subheadtng “DOS- 
the general pharmacological categories age warning:” 
or the principal intended actions of (iii) “Do not use” [in bold type]. fol- 
each active ingredient. When an OTC lowed by all contraindications for use 
drug monograph contains a statement with the Product. These contraindica- 
of identity, the pharmacological action tions are absolute and are intended for 
described in the statement of identity sttuations In which consumers should 
shall also be stated as the Purpose of not use the Product unless a prior diag- 
the active ingredient. nOsis has been established by a doctor 

(4) “Use” or “Uses”, followed by the or for situations in which certain con-- 
indication(s) for the specific drug prod- sumers should not use the product 
uct. under any circumstances regardless of 

(5) “Warning” or “Wamlngs”, fol- whether a doctor or health professional 
lowed by one or more of the following, ls consulted. 
if applicable: 

(i) “For external use only” [in bold 
(iv) “Ask a doctor before use if you 

type] for topical drug products not ln- 
have” [in bold type] or, for products la- 
beled only for use in children uader 12 

tended for ingestion, or “For” (select Years of age, “Ask a doctor before use 
one of the following, as appropriate: 
“rectal” or “vaginal”) “use only” [in 

lf the child has” [in bold type], fol- 

bold type]. 
lowed bY all warnings for persons with 

(ll) All applicable warnings listed in 
Certain Preexisting conditions (exclud- 

paragraphs (c)(5)(il)(A) through 
ing PwnancY) and all warnings for 

(c)(5)(11)(G) of this section with the ap- 
persons experiencing certain symp- 

proprlate subheadings highlighted in 
toms. The warnings under this heading 

bold type: 
are those Mended only for situations 
in which consumers should not use the 

(A) Allergic reaction warnings set product until a doctor is consulted. 
forth in any applicable OTC- drug 
monograph or approved drug appllca- 

(vf “Ask a doctor or pharmacist be- 
fore use if you are” [in bold type1 or. 

tlon for any product that requires a 
separate allergy warning. This warning 

for products labeled only for- use in 

shall follow the subheading “Allergy 
children under 12 years of age, “Ask a 

alert:” 
doctor or pharmacist before use if the 
child is” [in bold type], followed by all 
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&ug-+.rJg and drug-food Interaction 

the substances (e.g., aicodal) or activi- 
ties (e.g., operating machinery. driving 

warnings. 

a car, warnings set forth in 5369.21 of 
this chapter for drugs in dispensers 
pressurized by gaseous propellants) to 

(vi) “When using this product” [In 

avoid while using the product. 

bold type], followed by the side effects 

(vii) “Stop use and ask a doctor If” 
[in bold type], followed by any signs of 

that the consumer may experience. and 

toxicity or other reactions that would 
necessitate Immediately discontinuing 
use of the product. 

(viii) Any required warnings in an ap- 
plicable OTC drug monograph, other 
OTC drug regulations, or approved drug 
application that do not fit within one 
of the categories listed in paragraphs 
(c)(5)(1) through (c)(5)(vii), (c)(5)(ix), 
and tcN5Mx) of this section. 

(Ix) The pregnancyhreast-feeding 
warnine set forth in 5201.63(a); the 
third Gimester warning set forth in 
$201.63(e) for products containing aspi- 
rin or carbaspirin calcium; the third 
trimester warning set forth in ap- 
proved drug applications for products 
containing ketoprofen. naproxen so- 
dium. and ibuprofen (not tntended ex- 
clusiveiy for use in children). 

dren” warning and the accidental Over- 
dose/ingestion warning set forth in 
$330,1(g) of this chapter. 

(61 “Directions” I . 

IX) The "Keeo out of reach of chil- 

followed by the di- 

authorized to appear under this head- 
ing shall appear as the next item(s) of 

that the days bf the week and times of 

(ii) The phenylalanIne/aspartame 

information. There is no required order 

content required by $201.21(b), If appli- 

for this subsequent information. 

the day when a person is available to 

(8) “Inactive ingredients”, followed 

cable, shall appear as the next Item of 

by a listing of the established name of 

respond to questions also be included, 

each inactive Ingredient. If the product 

Information. 

Is an OTC drug product that Is not also 
a cosmetic product, then the Inactive 
ingredients shall be llsted in alphabet- 

A graphic of a telephone or telephone 

(Iii) Additional information that is 

ical order. If the product is an OTC 
drug product that is also a cosmetic 
product, then the inactive ingredients 
shall be listed as set forth in $701.3(a) 
or (n of this chapter. the names of cos- 
metic ingredients shall be determined 
in accordance with §701.3(c) of this 
chapter, and the provisions In $701.3(e), 
(g), (h). (1), (m), (n), and (a) of this 
chapter and $720.8 of this chapter may 
also apply, as appropriate. If there is a 
difference In the labeling provisions in 
this 9201.66 and 51701.3 and 720.8 of this 
chapter, the labeling provisions in this 
S201.66 shall be used. 

(9) “Questions?” or “Questions or 
comments?“, followed by the telephone 
number of a source to answer questions 
about the product. It Is recommended 

rections for use described in an appli- 

(7) .-Other Information”. followed by 
additional information that is not in- 

cable OTC drug monograph or approved 

cluded under paragraphs (c)(2) through 
(c)(6). (c)(8). and (c)t91 of this section. 

tlrur: application. 

but which Is required bs or is made OP- 
Lional under an applicable OTC drug 
monograph. other OTC tlru~ regulation. 
01’ is included in the labelinK of an ap- 
proved drug applicatio1l. 

1i1 Rrcluired information ahouL WI’- 
La.in ir.yredienLs In OTC drug products 
le.c.. sodium 111 ~201.W~~) shall appeal 
BS rollo\vs: “each (insert appropriate 
dosane unit) contains:” [in bold type] 
(insert name(s) of inwredientts) and the 
Quantity of each ingredient). This in- 
formation shall be the first statement 
under this headinc. 

(d) Format requirements. T.he title. 

receiver may appear before the head- 

headlngs. subheadings, and information 
set forth in uaragraphs (c)(l) through 

ing. The telephone number must ap- 

(c)(9) of this section shall be presented 
on OTC drug products in accordance 

pear in a minimum 6-point bold type. 

with the following specifications. In 
the interest of uniformity of presen- 
tatlon. FDA strongly reccommends 
that. the Drug Facts labeling be pre- 
sented using the graphic specifications 
set forth in appendix A to part 201. 

tll The title “Drug Facts” or “Drug 
Facts (continued)” shall use uppercase 
letters for the first letter Of the words 
“Drug” and “Facts.” All headings and 
subheadings In paragraphs (C)(2) 
through (c)(9) of this section shall use 
an uppercase letter for the first letter 
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in the flrst word and lowercase letters 
for all other words. The title, headings, 
and subheadings in paragraphs (c)(l), 
(c)(2), and (c)(4) through (o)(9) of this 
section shall be left justified. 

(2) The letter height or type size for 
the title “Drug Facts” uhall appear in 
a type size larger than the largest type 
size used in the Drug Facts labeling. 
The letter height or type size for the 
title “Drug Facts (continued)” shall be 
no smaller than a-point type. The let- 
ter height or type size for the headings 
in paragraphs (c)(2) through (c)(9) of 
this section shall be the larger of ei- 
ther a-point or greater type, or 2-potnt 
sizes greater than the point aize of the 
text. The letter height or type size for 
the subheadings and all other Informa- 
tion described in paragraphs (c)(2) 
through (c)(9) of this section shall be 
no smaller than 6-potnt type. 

(3) The title, headings, subheadings, 
and information in paragraphs (c)(l) 
through (c)(9) of this section shall be 
legible and clearly presented, shall not 
appear in reverse type, shall have at 
least 0.5-point leading (i.e., space be- 
tween two lines of text), and shall not 
have letters that touch. The type style 
for the title, headings, subheadings. 
and all other required-information de- 
scribed In paragraphs (c)(2) through 
(c)(9) of this section shall be any single, 
clear, eluy-to-read type style, with no 
more than 39 characters per inch. The 
title and headings shall be In bold 
italic, and the subheadings shall be in 
bold type, except that the word “(con- 
tlnued)” in the title “Drug Facts (con- 
tinued)” shall be regular type. The 
type shall be all black or one dark 
color, printed on a white or other light, 
neutral color, contrasting background, 
except that the title and the headings 
may be presented In a single, alter- 
native, contrasting dark color unless 
otherwise provided in an approved drug 
applicatfon, OTC drug monograph (e.g., 
current requirements for bold print in 
55341.76 and 341.80 of this chapter), or 
other OTC drug regulation (e.g., the re- 
quirement for a box and red letters in 
$201.308(c)(l)). 

(4) When there is more than one 
statement, each individual statement 
listed under the headings and sub- 
headings In paragraphs (c)(4) through 
(c)(7) of this section shall be preceded 

by a solid square or solid circle bullet- 
of &point tspe size. Bullets shall .be 
Presented In the same shape and color 
throughout the labeling. The ffmt 
bulleted statement on each horizontal 
line of text shall be either left justified 
or separated from an appropriate head- ’ 
ing or subheadina by at leaat two 
square “ems” (i.e.: twb squares of the 
size of the letter “M”). If more than 
one bulleted statement ia placed on the ’ 
same horizontal line. the end of one 
bulleted statement shall be separatecj : 
from the beginning of the next balleted. 
statement -by ae least two square 
“ems” and the complete additional i ., 
bulleted statement(s) shall not oon- 
tinue to the next line of text. AddI- 
tional bulleted statements appearing 
on each subsequent horizontal line of 
text under a heading or subheading 
shall be vertically alinned with the 
bulleted statements appearing on the 
previous line. 

(5) The title, headings, subheadings, 
and Information set forth In Dam 
graphs (c)(l) through (c)(9) of thl; aec- 
tion may appear on more than one 
panel on the outside container of the 
retail package, or the immediate con- 
tainer label if there Is no outside con- 
tainer or wrapper. The continuation of 
the required content and format onto 
multiple panels must retafn the re- 
quired order and flow of headings, sub- 
headings, and Information. A vlsua:, 
graphic (e.g., an arrow) shall be used to’ 

:1 
signal the continuation of the Drug 
Facts labeling to the next adjacent , 
panel. 

(6) The heading and information re- 
quired under paragraph (c)(2) of this 
section shall appear immediately adja- 
cent and to the left of the heading and 
information required under paragraph 
(c)(3) of this section. The active fngre- 
dients and purposes shall be aligned 
under the appropriate headings such 
that the heading and information re- 
quired under paragraph (c)(2) of this 
section shall be left justified and the 
heading and information required 
under paragraph (c)(3) of this section 
shall be right justified. If the OTC drug 
Product contains more than one active 
ingredient, the active Ingredients shall 
be listed in alphabetical order. If more 
than one active Ingredient has the 
same Purpose. the purpose need not be 
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repeated for each active ingredient, 
provided the information is presented 
in a manner that readily associates 
each actfve ingredient with its purpose 
(i.e., through the use of brackets, dot 
leaders, or other graphical features). 
The information described in para- 
graphs (c)(4) and (c)(6) through (c)(9) of 
this section may start on the same line 
85 the required headings. None of the 
information described in paragraph 
(c)(5) of this section shall appear on the 
same line as the “Warning” or “Warn- 
ings” heading. 

(7) Graphical images (e.g., the UPC 
symbol) and information not described 
in paragraphs (c)(l) through (c)(9) of 
this section shall not appear in or in 
any way interrupt the required title, 
headings, subheadings, and information 
in paragraphs (c)(l) through (c)(9) of 
this section. Hyphens shall not be used 
except to punctuate compound words. 

(8) The information described in 
paragraphs (c)(l) through (c)(9) of this 
section shall be set off in a box or siml- 
lar enclosure by the use of a barline. A 
distinctive horizontal barline extend- 
ing to each end of the “Drug Facts” 
box or similar enclosure shall provide 
separation between each of the head- 
ings listed in paragraphs (c)(2) through 
(c)(9) of this section. When a heading 
listed In paragraphs (c)(2) through 
tc)t9) of this section appears on a subse- 
quent panel immediately after the 
“Drug Facts (continued)” title. a horf- 
zontal hairline shall follow the title 
and immediately precede the heading. 
A horizontal hairline extending within 
two spaces on either side of the “Drun 
Facts” box or similar enclosure shall 
immediately follow the title and shall 
immediately precede each of the sub- 
headings set forth in paragraph (c)(5) of 
this section. except the subheadings in 
paragraphs (c)td)(iiNA) throurrh 
(c)(J)tii)tG) of this section. 9 

(9) The information set forth in para- 
graph (c)(6) of this section under the 
heading “Directions” shall appear in a 
table format when dosaKe c;irec:tions 
are provided for t.hrce or more rge 
groups or populations. The last line of 
the table may be the horizontal barline 
immediately preceding the heading of 
the next, section of the labeling. 

110) If the title. headings. sub- 
headings. and information in para- 

tv) Paragrapi! Id)!81 of this section 
shall apply except, that the box or simi- 
lar enclosure required in paragraph 
(d)(8) of this section may be omitted if 
the Drug Facts labeling Is set off from 
the rest of the labeling by use of color 
contrast. 
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(11)(i) The following labeling outlines 
the various provisions in paragraphs (c) 
and td) of this section: 
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graphs (c)(l) through (c)(9) of this sec- 
tion, printed in accordance with the 
SpeCifiCatiOnS in paragraphs (d)(l) 
through (d)(9) of this section, and any 
other FDA required information for 
drug products, and. as appropriate, cos- 
metic products, other than information 
required to appear on a principle dis- 
play panel. requires more than 60 per- 
cent of the total surface area available 
to bear labeling, then the Drug Facts 
labeling shall be printed in accordance 
with the specifications set forth in 
paragraphs (d)(lO)(i) through (d)(lO)(v) 
of this section. In determining whether 
more than 60 percent of the total sur- 
face area available to bear labeling is 

required. the indications for use listed 
under the “Use(s)” heading, as set 
forth in paragraph (c)(4) of this section, 
shall be limited to the minimum re- 
quired uses reflected in the applicable 
monograph, as provided in $330,1(c)(2) 
of this chapter. 

(i) Paragraphs (d)(l), (d)(5). (d)(6). and 
(d)(7) of thls section shall apply. 

(ii) Paragraph (d)(2) of this section 
shall apply except that the letter 
height or type size for the title “Drug 
Facts (continued)” shall be no smaller 
than V-point type and the headings in 
paragraphs (c)(2) through (c)(9) of this 
section shall be the larger of either 7- 
point or greater type. or l-point size 
greater than the point size of the text. 

riii) Paragraph (d)(3) of this section 
shall apply except that 1eSS than 0.5- 
point leading may be used. provided 
the ascendeks and descenders do not 
touch. 

(iv) Paragraph (d)(4) of this section 
shall apply CXCcPt that if more than 
one bulleted statement is placed on the 
same horimtal line, the additional 
bulleted statements may continue to 
t.hc next, line of text. and except that 
the bullets under each heading or sub- 
heading need not be vertically aligned. 

Food and Drug AdmInIstratIon, HHS §201,& 
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OTC Drug Product Labeling Outline 

(ii) The following sample label illus- 
trates the provisions in paragraphs (c) 
and (d) of this section: 
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Drug Fi?cis 
._ .-- ,. . *. . Actlvs rngrearenrs (fn ench tablet) Purr 

mxons e CROW 1 to 4 tstm 4 lima -- 

Inactive lngredlents oat nd CO. 

(iv) The following sample label illus- 
trate8 the Provisions in Paragraph8 Cc) 

and Cd) of this section for a drug prod- 
uct marketed with cosmetic claims: 

(iii) The following sample label illus- 
trates the provisions in paragraphs (c) 

graph (d1(10) of this section, which per- 

and fdr of this section. including para- 
mits modifications for small packages: 
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l sstmwic asmsklis 1ha town s lqe ma cd In* t+dy :: 

Whro uslnq (hi* producl 
: 

*da not pl into ey*s H fOnla* cccum. tlnss ryes 
‘:. 

1: 

.’ 

1horw~Hy wth vats‘ 
. . 

Sloa u.. snd wk. doctor It 

(et Ezcmplion.5 and dclermls. FDA on 
its own initiative or in response to a 
written request from any manuhc- 
turer. packer. or distributor. may ex- 
empt or defer. based on the cir- 
cumstances presented. one or more spe- 
cific requirements set forth in this sec- 
tion on the basis that the requirement 
1s inapplicable. impracticable. or con- 
wary to public health or safety. Re- 
quests for exemptions shall be sub- 
mltted in three copies in the form of an 
“Application for Exemption” to the 
Food and Drug Administration. 5630 
F’ishers Lnnc. rm. 1061. Rockville. MD 
20852. The request shall be clearly iden- 
tlfied on the envelope as a “Request for 
Exemption from 21 CFR 201.66 (OTC La- 
heling Format)” and shall he directed 
to Docket No. 96N-0337. A separate re- 
quest shall be submitted for each OTC 

drug product. !Sponsors of a product 
marketed unde? an approved drug ap- 
plication shall also submit a single 
copy of the exemption request to their 
application. Decisions on exemptions 
and deferrals $11 be maintained in a 
permanent file In this docket for public 
review. Exemption and deferral re- 
quests shall: 

(1) Document why P particular re- 
quirement is inapplicable. impmcti- 
cable. or is contrary to public health or 
safety: and 

(21 Include a representation of the 
proposed labeling. including any 
outserts. panel extensions. or othel 
graphical or packaging techniques in- 
tended to be used with the product. 

tf) Inferchangeable ferms and COTI- 
nectin.q terms. The terms listed in 
$330.1(i) of this chapter may be used 

interchangeably in the labeling of OTC 
drug products, provided such use does 
not alter the meaning of the labeling 
that has been established and Identi- 
fied in an applicable OTC drug mono- 
graph or by regulation. The terms liet- 
ed in 5330.1(j) of this chapter may be 
deleted from the labeling of OTC drug 
products when the labeling is revised 
to comply with this section, provided 
such deletion does not alter the mean- 
Ing of the labeling that has been estab- 
lished and identified in an applicable 
OTC drug monograph or by regulation. 
The terms listed in §33O.lW and (1) of 
this chapter shall not be Used to 
change in any way the apeclflc title, 
headings, and subheadings required 
under Paragraphs (c)(l) through (c)(9) 
of this section. 

(g) Regulatory action. An OTC drug 
product that Is not in compliance with 
the format and content requirements 
In thls section is subject to regulatory 
action. 

. . . ” 

§201.106 ’ .- 

(1) The atatement ‘*Caution: FederJ 
law prohibits dispensing without pre- 
scrlptlon” and 

(2) The recommended or usual dosage 
and 

(3) The route of administration. if it 
is not for oral use; and 

(4) The quantity or proportIon of 
each active ingredient, as well as the 
information required by section 502 (d) 
and (e); and 

(5) If it 18 for other than oral use. the 
name8 of all inactive ingredients, ex- 
cept that: 

(I) Flavoring8 and perfumes may be 
designated as such without naming 
their components. 

(II) Color additives may he des- 
ignated as coloring wIthout naming 
specific color components unless the 
naming of Buch components is required 
bY a color additive regulation pre- 
scribed In subchapter A of this chapter. 

WI) Trace amount8 of harmless sub- 
stances added solely for individual 
product identification need not be 

[64 FR 13336, Mar. 17. 19991 named. If It is intended for administra- 
EFFECTIVE DATE NOTE: At 64 FR 13286. Mar, tion by parenteral Injection, the quan- 

17, 19!39. §201.66 was added, effective Apr. 16. tity or proportion of all inactive Ingre- 
1099. dlents, except that ingredients added 

to adjust the pH or to make the drug 
Subpart D-Exemptions From 

isotonic may be declared by name and 

Adequate Directions for Use 
a statement of their effect; and If the 
vehicle 18 water for injection It need q \ 

A drug subject to the requirements of 
section 503(b)(l) of the act shall be ex- 
empt from section 502(f)(l) If all the 
following conditions are met: 

(a) The drug is: 
W(l) In the possession of a person (or 

his agent8 or employees) regularly and 
lawfully engaged In the manufacture, 
transportation, storage, or wholesale 
distribution of prescription drugs: or 

(it) In the possession of a retail, hos- 
pital. or clinic pharmacy, or a public 
health agency. regularly and lawfully 
engaged In dispensing prescription 
drugs; or 

(111) In the possession of a practi- 
tioner licensed by law to administer or 
Prescribe such drugs; and 

(2) It is to be dispensed In accordance 
with section 503(b) 

(b) The label of the drug bears: 

not be named. 
(6) An Identifying lot or control num- 

ber from which it is possible to deter- 
mine the complete manufacturing his- 
tory of the package of the drug. 

(7) A statement directed to the phar- 
macist specifying the type of container 
to be used in dispensing the drug prod- 
uct to maintain it8 identity, strength, 
quality, and purity. Where there are 
standards and test prodedures for de- 
termining that the container meets the 
requirement8 for specified type8 of con- 
tainers as defined in an official com- 
pendium, such term8 may be used. For 
example, “Dispense In tight, lightre- 
slstant container a8 defined In the Na-. 
tlonal Formulary”. mere standards 
and test procedure8 for determining 
the types of container8 to he used in 
dispensing the drug product are not in- 
cluded In an official compendium. the 
specific container or types of con- 
tainers known to be adequate to main- 
tain the identity. strength, quality, 
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